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DETAILED ACTION 

Claims 1 1-19 are pending in this application. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 17-18 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for a medicament usefiil for the treatment of ischemia, 
does not reasonably provide enablement for a medicament for the treatment of cerebral 
ischemic disorders or CNS disorders generally. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
use the invention commensurate in scope with these claims. 

Note: Claims 17 and 18 are rejected because the claims recite a particular 
intended use for the compound or the medicament (or composition). See MPEP § 
2164.01(c). When a compound or composition claim (or a claim drawn to the 
preparation of the composition) is limited by a particular use, enablement of that claim 
should be evaluated based on that limitation. In contrast, when a compound or 
composition claim is not limited by a recited use, any enabled use that would reasonably 
correlate with the entire scope of that claim is sufficient to preclude a rejection for 
nonenablement based on how to use. 

In evaluating the enablement question, several factors are to be considered. Note 
In re Wands, 8 USPQ2d 1400 and Ex parte Forman, 230 USPQ 546. The factors 
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include: 1) The nature of the invention, 2) the state of the prior art, 3) the predictability or 
lack thereof in the art, 4) the amount of direction or guidance present, 5) the presence or 
absence of working examples, 6) the breadth of the claims, and 7) the quantity of 
experimentation needed. The determination that "undue experimentation" would have 
been needed to make and use the claimed invention is not a single, simple factual 
determination. Rather, it is a conclusion reached by weighing all the above noted factual 
considerations. 

The instant claims recite *a compound for use as a medicament' or 'a process for 
the manufacture of a medicament for treatment of cerebral ischemic disorders or CNS 
disorders' and the specification fails to enable one skilled in the art for the recited use. 
The claims cover "disorders" that are known to exist and those, that are yet to be 
discovered and therefore, the use of the term is extremely broad. The use disclosed for 
the medicaments in the specification is as therapeutic agents for the treatment of various 
diseases listed in page 3 (portion of the specification is provided below to show the 
extensive and diverse list of disorders): 

Based on these findings, the JNK signaling pathway and eispecially that of JNK2 and JNK3, 
is thought to be implicated in apbptosis-drivep neutodegenoiative diseases such as . . 
Alzheimer's disease, Parkinson's disease, epilepsy md seizures^ Huntington's disease, CNS* 
disorders, tiaumatic brain injuries as well as ischemic disorders and hCTtonfaaging strokes. . 

The specification does not provide any guidance regarding how to identify the subject 'in 

need of the claimed method of treatment'. In vitro test procedures for measuring the JNK 

inhibition activity of the compounds are provided on pages 31-32 and a discussion of 

how to determine the effects of the compounds is provided. There is nothing in the 

disclosure regarding how this in vitro data correlates to the treatment of the various 
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disorders of the instant claims. The data provided in insufficient such that no reasonable 
extrapolation could be made by one skilled in the art regarding the activity of the 
compounds. The area of receptor interactions is highly structure specific and 
unpredictable. Further, there is no reasonable basis for assuming that the myriad of 
compounds embraced by the claims will all share the same physiological properties since 
they are so structurally dissimilar as to be chemically non-equivalent and there is no basis 
in the prior art for assuming the same. Note In re Surrey, 151 USPQ 724 regarding 
sufficiency of disclosure for a Markush group. The state of the art is indicative of the 
unpredictability of the therapeutic approach based on JNK inhibiting activity. Sah et al., 
regarding JNK pathways and mechanisms, indicate that "However, this left questions 
unanswered: whether activation of JNK is sufficient by itself to sensitize cells to TRAIL 
or there are other aspects of these translation inhibitors that contribute to the overall 
sensitization process" (see page 20599, col. 1). 

Further, there is no disclosure regarding how the patient in need of the treatment 
is identified and further, how types of neurodegenerative disorders, central nervous 
system (CNS) disorders, cerebral ischemic disorders of all types, etc. are treated. See 
MPEP § 2164.03 for enablement requirements in cases directed to structure-specific arts 
such as the pharmaceutical art. Receptor activity is generally unpredictable and highly 
structure specific area, and the inhibitory data provided is insufficient for one of ordinary 
skill in the art in order to extrapolate to all types of disorders of the claims. It is 
inconceivable as to how the claimed compounds can treat the extremely difficult diseases 
embraced by the instant claims. The instant claim appears to be a 'reach through' claim. 
Reach through claims, in general have a format drawn to mechanistic, receptor binding or 
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enzymatic functionality and thereby reach through any or all diseases, disorders or 
conditions, for which they lack written description and enabling disclosure in the 
specification thereby requiring undue experimentation for one of skill in the art to 
practice the invention. 

It is disclosed in the specification that the claimed compounds are useful for 
^treatment of CNS disorders*, which cover diverse disorders such as Alzheimer's disease, 
dementia, hereditary cerebellar ataxias, paraplegias, syringomyelia, phakomatoses, and 
much more. In fact, Layzer, Cecil Textbook of Medicine (article enclosed), states that 
'some degenerative diseases are difficult to classify because they involve multiple 
anatomic locations* (see page 2050). For example, Alzheimer's disease has traditionally 
been very difficult or impossible to prevent or even to treat effectively with 
chemotherapeutic agents. See e.g., the Cecil Textbook of Medicine, 20th edition (1996), 
Vol. 2, wherein it is stated that '[t]here is no cure for Alzheimer's disease, and no drug 
tried so far can alter the progress of the disease' (pg. 1994). 

Applicants have not provided any competent evidence or disclosed tests that are 
highly predictive for the pharmaceutical use of the instant compoimds. Pharmacological 
activity in general is a very unpredictable area. Note that in cases involving 
physiological activity such as the instant case, "the scope of enablement obviously varies 
inversely with the degree of unpredictability of the factors involved". See In re Fisher, 
All F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970). 

(Only a few of the claimed diseases are discussed here to make the point of an 
insufficient disclosure, it does not definitely mean that the other diseases meet the 
enablement requirements). 
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Thus, factors such as "sufificient working examples", "the level of skill in the art" 
and "predictability", etc. have been demonstrated to be sufficiently lacking in the use of 
the invention. In view of the breadth of the claim, the chemical nature of the invention, 
the unpredictability of ligand-receptor interactions in general, and the lack of working 
examples regarding the activity of the claimed compounds, one having ordinary skill in 
the art would have to undergo an undue amoimt of experimentation to use the invention 
commensurate in scope with the claims. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1 1-19 are rejected under 35 U.S.C. 112, second paragraph, as being 

indefinite for failing to particularly point out and distinctly claim the subject matter 

which applicant regards as the invention. The following reasons apply: 

1 . The claims recite "Piperazine benzothiazole derivatives according to formula 
. . . ." through out the claims. The plural recitation "derivatives" is not proper 
Markush language in a claim. The term "derivative" may be interpreted as a 
residue derived firom the compounds of the claims, and it is confiising which 
compounds are derived fi-om the compounds of formula (I). As the claims are 
drawn specifically to: *A compound of formula (I)', it should be recited as such. 
Replacing the above recitation with ~ A compound of formula (I) ~ in claim 11; 
and ~ The compoimd according to claim 11 - in the dependent claims is 
suggested. 

2. In the claims, in the definitions of the variables R, R', etc. the recitation "and 
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mixtures thereof (throughout the claims) is not clear. It is not understood what is 
intended by this recitation. The specification neither provides an explanation nor 
examples involving any 'mixtures' of the substituents. 

3. In claim 16, last line, the recitation "an mixtures thereof is not clear. The claim 
is drawn to *a compound selected fi"om a group of compounds' and further the 
claim recites 'and mixtures' and thereby the claim is drawn to a single compound 
as well as a mixture of two or more compounds, which is improper. 

4. Claims 17-18 provide for the use of the compound or the medicament, but, since 
the claims do not set forth any steps involved in the method/process, it is unclear 
what method/process applicant is intending to encompass. A claim is indefinite 
where it merely recites a use without any active, positive steps delimiting how this 
use is actually practiced. 

5. Claim 1 8 is drawn to 'a process for the manufacture of a medicament . . . 
comprising adding a piperazine benzothiazole derivative according to claim 1 1 to 
said medicament', wherein there is no process step recited. The claim recites 
'addition of the compoxmd to the medicament' to prepare the medicament which 
is not seen to involve a proper synthetic step required for a process claim. 

Claim Rejections ' 35 use § 101 
Claims 17-18 is rejected under 35 U.S.C. 101 because the claimed recitation of a 
use, without setting forth any steps involved in the process, results in an improper 
definition of a process, i.e., results in a claim which is not a proper process claim under 
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35 U.S.C. 101. See for example Ex parte Dunki, 153 USPQ 678 (Bd.App. 1967) and . 
Clinical Products, Ltd v. Brenner, 255 F. Supp. 131, 149 USPQ 475 (D.D.C. 1966). 

Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which fomis the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the 
various claims was commonly owned at the time any inventions covered therein were 
made absent any evidence to the contrary. Applicant is advised of the obligation under 
37 CFR 1.56 to point out the inventor and invention dates of each claim that was not 
commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1 1-19 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Halazy et al., WO 01/47920. The reference teaches a generic group of benzazole 
compounds, which embraces applicant's instantly claimed compounds. See formula I in 
page 9, wherein G is a substituted pyrimidinyl group (as depicted in page 1 1) wherein L 
can be the group of formula (e) (as depicted in page 12) wherein is substituted aryl. 
The compounds are taught to be useful as selective inhibitors of JNK, see the abstract. 
The instant claims differ from the reference by reciting specific species or a more limited 
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subgenus than the reference. It would have been obvious to one having ordinary skill in 
the art at the time of the invention to select any of the species of the genus taught by the 
reference, including those instantly claimed, because the skilled chemist would have the 
reasonable expectation that any of the species of the genus would have similar properties 
and, thus, the same use as taught for the genus as a whole i.e., as therapeutic agents. One 
of ordinary skill in the art would have been motivated to select the claimed compounds 
from the genus in the reference since such compounds would have been suggested by the 
reference as a whole. It has been held that a prior art disclosed genus of useful 
compounds is sufficient to render prima facie obvious a species falling within a genus. In 
re SusU 440 F.2d 442, 169 USPQ 423, 425 (CCPA 1971), followed by the Federal Circuit 
in Merck & Co, v. Biocraft Laboratories, 847 F.2d 804, 10 USPQ 2d 1843, 1846 (Fed. 
Cir, 1989). 



Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory obviousness- 
type double patenting rejection is appropriate where the conflicting claims are not 
identical, but at least one examined application claim is not patentably distinct from the 
reference claim(s) because the examined application claim is either anticipated by, or 
would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 F.3d 
1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 
2010 (Fed. Cir. 1993); In re LongU 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re 
Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 
USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 
1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 
1.321(d) may be used to overcome an actual or provisional rejection based on a 
nonstatutory double patenting ground provided the conflicting application or patent either 
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is shown to be commonly owned with this appHcation, or claims an invention made as a 
result of activities undertaken within the scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fiilly comply with 
37 CFR 3.73(b). 

Claims 1 1-19 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1, 3, 10-15, 28-30 
and 43 of copending Application No. 10/168,718. Although the conflicting claims are ' 
not identical, they are not patentably distinct from each other because the claims 
substantially overlap the compounds of the reference claims, see the claims in each of the 
apphcation. It would have been obvious to one having ordinary skill in the art at the time 
of the invention to select any of the species of the genus taught by the reference, 
including those instantly claimed, because the skilled chemist would have had the 
reasonable expectation that any of the species of the genus would have similar properties 
and, thus, the same use as taught for the genus as a whole i.e., as pharmaceutical agents. 
One of ordinary skill in the art would have been motivated to select the claimed 
compounds from the genus in the reference since such compounds would have been 
suggested by the reference as a whole. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Receipt is acknowledged of the Information Disclosure Statements filed on 
October 25, 2004 and June 1, 2006 and copies are enclosed herewith. 
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Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Deepak Rao whose telephone number is (571) 272-0672. 
The examiner can normally be reached on Tuesday-Friday from 6:30am to 5:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James O. Wilson, can be reached at (571) 272-0661. The fax phone number 
for the organization where this application or proceeding is assigned is (571) 273-8300. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is (571) 272- 
1600. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 
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